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iSulfonium salte of hich qpasmolytic sctivity.. Mi Z 
Protiva aiid Edita Adleravt— Czech, 85,856, Aug, 15, Tee 
Tdenzation of metal ealts af substitutes. mandelic acids 
vith 2-balecthylalkyl sulfides follawed by adda. of alkyl 
“halides to the intermediate sulfide ester products. gives 
reompds;: with, high biol. activity. . The. idtiaduction of art. 
OR group Gnt6 the iol; iaisee the parasympathalytic and 
uticholinergic: effect of these .compds.. and: lowers thelr 
oxicity in contparison with. compds. deseriied . in Ceech.:- ache e 
$3,265. “An-improved soly. i FLO sugersts. their uss by., . Le x i 
jttidetion. “Dissolving 12 ¢- “eeprapy lenandels - atid: in i, 
{ 
{ 
! 


i of EtONa prepd. from 14 g. Na and GE sniy abs, 
‘BLOW, adding 7. 5 5 g. MeSCiILCHCI (1}, refluxing € hrs., 
cooling, seag. the pid. salt, evang. the filtrate tn 
vocgo, and distg. gives 11.6 g. 2-methylmescaptoethyl ester 
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CZECHOSLOVAKIA/Pharnincols. y aud Toxic olory - Muscle Relaxants V 
sos Jour  : Ref Zhur - Bisl., No 2, 1959, 9140 

Author : Borovicka, M., Cinler, L., Protiva, Me 

pee Two New Patteris of the Molecular Structure vf 4-Tub>. 


ecurarine Chlorides. 
Orig Pub : Chen therapeutika. I. Fariac. sympos., Praha, 1955, 51- 
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Abstract No abstract. 
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ibs Jour : Ref Zhur-Khintya, No 6, 1959, 20548 


Luthor : Protiva, Miroslav 

Inst SS 

Title : Sone Roiiarks on the Nomenclature of Organic 
Medicinal Substances in the Czechoslovakian 
Pharmacopoeia 2. 


Orig, Pub 
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 : gerles of. compds, serving as intermediary products ta the 
bag af bisdehydeodaisynollc acids: was : 


cepd. [Ins = F 
thie abste. Ra Se ee ee aaearbeat i: Com; the ee 
> trary to Robitieda (C4. 34,7708), the prepa, of RAC (I) 
from 884g. nesolin yielded in dddni to 53 g.1, 8:8. crys 27 eho nee 
‘mi, 180°, apparently of MeCHRCH: CHCOR, Attemptsto 0. 
Introduce: “Into: the ‘-pesition of I by --5 


: to give's yellow compd., 1n.-248° (from head ; 
“apparently. 3-(6-methory-3-na, hihoyt)-C-(6-methoxy-2-naph- 
_* thgP)pyronone. Alkylation of 13.6-g. crude I by refluxing 
"Beg with bel g. powd. Na in 100 mf. C,H, and then 4 hrs... 
” swith 8.3 g. BrCH,CO,Et gave 7,1 g. oil, ber 220-30°; which, - i/2 


“<> without characterization, refluxed 3 hrs. with 0.5 x.Na in 
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ed udlle | Fee east, mee! 
2428, -RCOCH Bsr (11D, obtained in 27-¢. yield Irom 20 g.00 2 
"Tin 100 ml. dry BLO with 16 g, Br in tie presence of AlCl, 
“mt, 123° (from AcOEt); 1.4.¢. HI ground with 2.2 g¢- CuCn, « eee 
* heated 4 hia; to.180°, and the praduct-extd, with 100 ml. 90. 
*holling CyH, and treated with 100 ml.-12% aq. NH,OH >. 
“lylelded,.on -reerystn., 0.8:g- KCOCH,CN, m, 190° (from >”: 
“AcORt),  Acoiixt. of 2.6g¢: RCOCH,CH,COWH -(1¥) and~ — 
"90 mi. AqO refluxed 1 hr,and:poured into water gave 1.8 g. - 
“ y(G-methoxy-2-naphthyl)-Aerbulenclide, “ms 181-2". TV". 
ice Me ester (13.5 g.) condensed. with 11.8 g. (CO:Mc)s in the- 
. presénce of dry: DicONa gave, instead of the expzcted sub-- 
". gtituted pyruvate, 6.2 g. RCO Ae, m. 126° (from McOH).: ~ 
--Bromination of 6.4 g. 1V Me ester with Ll ml. Brin Et,O © as 
and ‘CCl gave’ 8.1 :g. RCOCHBrCH,CO,Me, m. 179° i igs 
(from Gee ero o fe herman, Urbanele 2 / Zo 5 
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;: HtOH-£t,0), IV and V had very low antlacetylchotine : i 
and antihistamine activity and LD = 62.mg./kg.und (:) ere 
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”  CZECHOSLOVAKTA/Organic Chemistry - Synthetic Organic Chemistry. G-2 


Abs Jour: Referat Zhur-Khimiya, No 5, 1958, 14426. 


xyethyl ester of IIIa (VIII). Also prepared were RSC(=NH) 
NH,-HBr (IX) and HOCHoCHpS*(CH3)oI™ (X). In the synthesis 

of phenyl-cyclohexyl-scetonitrile (XI) (see Biel J. H. et al., 
J. Amer. Chem. Soc., 1952, Tk, 1485) there was obtained, as 

& byproduct, phenyl-dicyclohexyl-acetonitrile, MP 134° (from 
alcohol; all melting points are corrected). By heating (110- 
120°, 3 hours) 21.8 g III / IIIa / with 46 g alcohol and 10 g 
100% HS, III was obtained with a 55% yield, BP 130°/1.6 m. 
On boiling for 8 hours 15 g XI with 15 ml alcohol, 9 ml HpS0}, 
and 6 ml water, and diluting with water, there are obtained 
12.5 g phenyl-cyclohexyl-acetamide, MP 165-167 . Mixture of 
105 g IIIa, CoH5ONa (from 10.85 g Ne and 480 ml absolute alco- 
hol) and 60.2°g°V is kept for 10 hours at 0°, and boiled for 
10 hours, to get 82.5% I, BP 165~1669/1.3 mm, MP 29-30°. Erom 
19 g I and 5 ml CH31 were obtained 22.2 g II, MP 101-102 . 


Card : 2/3 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320012-2" 


9/2001 


"APPROVED FOR RELEASE: 09/1 


ce 


SEE Rerd 


From 25 g vr and 
5.4 
Illa, 36 : ae mi acetone (botled 2 
78° Cerech te BP 155-159/0.5 me, i400 & VIL, dotted 12 pe 
(from alcohol), 5 ae 065 nm, and 45 g& CeR, : led 15 hourg 
*< & VIII (mp 73-70 (Poeun 6813 )coor, MP 
from acetone)) are 


yield on allowi 
for 12 hours a mixture op 7 ml 
2 MP 55° (from alcohol-acetent) ors CH3I to stand 
° vommni cation 


XIV - 
Hee RZbKhim, 1957, h7916. 
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CZECHOSLOVAKIA / Organic Chemistry, Synthetic Organic G-2 
Chemistry. 


Abs Jour: Ref Zhur-Khimiya, 1958, No 17, 57441. 


Author : Borovicka M., Protiva M. 

Inst : Not given. Ses 

Title : Synthetic Antispasmodic Remedies. XVI. Derivatives 
of 3-Phenyllindanone and 1-Amine-3-Phenylindan, 


Orig Pub: Ceskosl, farmac., 1957, 6, No 3, 129-132. 


Abstracts .For the purpose of investigating pharmacological 
properties, various substances were synthesized 
using 3-phenylindanone (I) as a starting material. 
These compounds comprised materials of the general 
formula (II) and methyl ether of the 3-phenylinda- 
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Abs Jours Ref Zhur-Khimiya, 1958, No 17, 57441, 


Abstract: non~1l-glyoxinic-2 aciq (III). the lodo-substitu- 
tes of II, ie IIb, IId, ana Iig exhibited weak 
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100atm,. pre 
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CZECHOSLOVAKIA / Organic Chemistry, Synthetic Organic 
Chemistry , 


Abs Jour: Rer Zhur-Khimiya, 1958, No 17, 57441, 


Abstract: Its chlorh 
of 224-205 0 - Solution 
containing 1 and 15¢r CHar in 


6.4 


See CHa0H i 


Ch : Vs 
f II dad of 
med, From 2.09gr 

and 1,06gr of C6H5CHO (boil 
cohol for 4 hourg 6% yield of Ite (of 100-102° 
melting point ed, Upon hydrogenation 
Over Ni, 85% yield of IIh (of Bo-eie melting point) 
1s obtained, Its chlorhydrate and Picrate have 
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Abs Jour: Ref Zhur-Khimiya, 1958, No 17 5TH 


Abstracts = 3 Ds 
c = - b: R =OCH2CHAN(CH3)o3 cz R = NH: 
(CH3)oI; e: R = C6éHsCH N; h: R = Cait CHoNH; 
C6HSCHON(CH3) oT. : : vis 
For Part XV refer to 


Ref Zhur-Khimiya, 1958, 14406, 
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CZECHOSLOVAKIA/Orgenic Chemistry. Synthetic Organic Chenistry. G-2 
Abs Jour: Ref Zhur-Khin., No 13, 1958, 43414. 


Author : Novek Ludvik, Sramkova Jirina, Votava Zdenek, 
Protiva Mir vs 
Inst : 


Title : Antihistaminic Agents. XXXIX. Synthesis and Pharma- 
cological Properties of the Hydrochloride of N- 
(1-Methyl-3-Piperidyl-nethyl) -Phenothiazine. 


Orig Pub: Ceskosl. farrac., 1957, 6, No 7, 365-369. 


Abstract: The hydrochloride of N-(1-nethyl-3-piperidylrethyl1)- 
phenothiazine (I) has been synthesized, which is 
identical with the German antihistaminic prepara- 
tion Pakatal' /transliterated 7, and its pharma- 
cological properties have been tested in corparison 
with chloropromnzine. I possesses effective local 
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CZECHOSLUVAKIA/Cz-ganic Chemistry. Synthetic Organic Chenistry. G-2 


Abs Jour: Ref Zhur-Khin., No 13, 1958, 43414. 


anesthetic action in surface analgesia, counteracts 
toxic effect of pentasol (in mice), does not enhance 
thiopental narcosis (mice-rabbits), on peroral ad- 
ministration the toxicity of I is lower than that 
of chloroprorazine, body tenperature (mouse) is 
lowered less by the action of T than by that of 
chloro-promazine, I does not enhance the anticon- 
vulsant action of mesantoin. 135.9 g ethyl ester 
of nicotinic acid are hydrogenated in CH ,CCOH at 
20° and 120 atmospheres with 2.25 g Pt (from Pto,), 
the product thus obteined is hydrogenated further, 
without being isolated, with 100 G6 30 % formnlin 
and 10 g 10% Pa/C at 110 atmospheres. Fractionation 
yields 72 g ethyl ester of N-methylpiperidine car- 
boxylic acid-3 (II), BP 90-91/10 rma; hydrochloride, 
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CZECHOSLCVAKIA/Organic Cheristry. Synthetic Organic Chemistry. G-2 


Abs Jour: Ref Zhur-Khin., No 13, 1958, 43414. 


MP 136%. 39 g IT are reduced with 21.4 g Ne in 

34 g n-butancl and 200 rl toluene, to get l-nethyl- 
3-piperidylcarbinol (III), yield 684, BP 105/10 mn. 
By treatment of 10.2 g III-hydrochloride with 36 g 
SOC1, was prepared the hydrochloride of 1-methyl-3- 
chloronethyl-piperidine (IV), yield 70%, MP 163%. To 
freshly prepared NaNHz (5.7 @ Na, 500 ml liquid NH y) 
are added dropwise 350 ml xylene and then 21.7 
phenothiazine, NHz is evaporated, residue boiled 

1 hour, 21 g IV added, boiled for 20 hours, frac- 
tional distillation permits isolation of N-(l-methyl- 
3-piperidylmethyl)-phenothiazine, yield 825, BP 
190/0.8 mm; HCl-salt of monohydrate of I, MP 172- 
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° 
174"; cxnlate, MP 222-2039 Communic 
F ale ation XXXVIII 
see RZhKhin, 1955, 31657. 
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CZECHOSLOVAKIA/ Organic Chemistry. Synthetic Organic Chemistry. CG 
Abs Jour: Ref. Zhur-Khimiya, No 19, 1958, 64383. 


Author : Protivam, Mychajlyszynv, Novak, Borovickan, 
Adlerovae, Hachv. 

Inst : 

Title +: Synthetic Spasmolytic Agents. XVII. Certain New 
Esters and Amides Containing a Sulfonium Group. 


Orig Pub: Ceskosl. farmac., 1957, 6, No 8, 425-431. 


Abstract: To test for spasmolytic activity, sulfonium saits 
were extracted from the sulfides CH;SCH-COR (I), 
CH. SCH,CH; COR (II), CH;CH(SCH,)COR (rrr), where 
(a) Ris dcyHr, (b) Of, (c). cl, (a) OCH(G, HY) . 
During in vivo tests, the iodo-methylates of (IId), 
(II) Re (C,H-):N, (IIe), (II), ReC HCH NC, Hy (IIf), 
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C2ECHOSLOVAKIA/Organic Chemistry. Synthetic Organic Chemistry. 6 
Abs Jour: Ref. Zhur-Khimlya, No 19, 1958, 64383. 


as well as the iodide /C; H-CH,COOCH, CH, S(CH, ),7I (IV) 
proved effective. me ef 


(Ia), (IIIa), (Ia) and (IIIa) decompose under the 
action of CH;I, and do not form iodo-methylates. 


To a boiling solution of CH;SNa (Vv) (made from 
175 g. of the sulfate H.NC (=NH)SNa), in .5 liters 


of ethanol, are added 122 g. of C1,CH,COOC;H,). Boil 
2 hours, concentrate in a vacuum, add water, and re- 
cover (Ia) in ether, yield 65%, b.p. 57-62°/10 mm. 

In the same way there can be produced ( IIIa), yleld- 
ing 56% and (IIa), yielding 704, iodo-methylate, m.p. 
123°. 86 g Ia and 200 ml of 204 NaOH are boiled one 
hour, 120 ml of concentrated HCl are added and ex- 
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CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic Chemistry. G 


Abs Jour: Ref. Zhur-Khimiya, No 19, 1958, 64383. 


tracted with ether 725 Ib, boiling point 108-112°/8m. 
Obtained in the same way are 80% IIIb, boiling point 
105-108°/8 mm, 70% IIb, boiling point 120-124/8rm. To 
10.6 g of Ib 20 ml of SOC], is added, boiled one hour, 
Iv is distilled, 60%, boiling point 57-600/15 mm. 0b- 
tained analogously are 65% III, boiling point 95-100°/ 
100 mm, 58% IIv, boiling point 77-82°/8 m. To 8 ¢ 
(C,H;)g CHOH in 35 ml of ¢, Hand 30 ml of pyridine, 7 g 
Ic in 35 ml of C,H, is added at 0° for 15 minutes, from 
the solution are yielded 7 g Id, boiling point 153-155°/ 
O.4 m. IIId, boiling point 147-149’/o.2 mm; IId, boil- 
ing point 169-172°/0.7 um, melting point 38’, iodo- 
methylate, melting point 107’. From 27.2 g C,HsCH,COOH 
and iso0-C;H;MgCl by a well-known method (RZhKhim, 1957 
26740) is obtained 19 g of l-oxicyclohexylphenylacetic acid 
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(VI), melting point 132-133°, and 2.5 g of meso- % , J 
~diphenylsuccinic acid, melting point 224-205°, 

During the attempt to condense Na-sait VI with C1CH, CH, SCH 3 
(VII) and the processing of the mixture CH,I, only IV is 

yielded. CyHsCH,COONa (from 6.8 g of acid) and 6 g of VIT 

are boiled 4 hours in 60 ml of absolute, the filtrate 

is distilled, of the processed fraction 150-152°/15 mm 

te CH:I, IV is obtained melting point 98 .5-99.5. 3.25 g 
cyclo-C,H,, ) CH(C,Hr)COOCH, CH,Br and 1.05 g of absolute 

pyridine is heated 3 hours at 00-120°, the [( cyclo-C,H,, )- 

CH(C; HS)~COOCH,CH.NC,He/Br obtained is triturated with 

ether, melting point 103-105’, is very absorbent, ina 

water solution yields with NaCl0,/ (cyclo-C,H,; )=CH 

(C; Hr)COOCH.CHNCsHg/Cl0y, melting point 122-123". 16.9 g 

CyH;NHCOCH,C1 is boiled with llg of V in 100 ml of acetone 
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15 hours, concentrated in a vacuum, water is added 

and C,H, extracted. 5221, R= Cy HyNH, melting 

point 79°, during processing of CH,I yields an 

adduct of iodo-methlate I, R = C,H;NH and (CH, )zSI, 
melting point 130-131°. 4 g cf 3-chlorophenothiazine 
is boiled with 3.1 g of C1CH, CH)CCCL in 50 ml of 

CyH, 4 hours, concentrated in a vacuum, 5.5 @ of Ne 

( ig -chloropropiony1)-3-chlorophenothiazine is obtained, 
melting point 112-113°. The mixture 3.15 g of C,#;N(C, 
H,)COCH,CH,Cl, 1.5 g of V and 50 ml of acetone is 
boiled 10 hours, diluted with water and extracted with 
ether of II, R = C,H;NC:He(ITh). From unrefined Ith 
and CH,I in acetone iodo-methylate of ITh is obtained, 
melting point 98°. From 13 g (C,H), NCOCH, [,CH,Cl and 4, 


: 5/6 


CIA-RDP86-00513R001343320012-2 


eee y 


ee atsicy 


G 


2 


APPROVED FOR RELEASE: 09/19/2001 


CIA-RDP86-00513R001343320012-2" 


RELEASE: 09/19/2001 CIA-RDP86-00 


eee CHGIAGHTRIN Bit aE ecient ion 


pases 


CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic Chemistry. «¢ 
Abs Jour: Ref. Zhur-Khimiya, No 19, 1958, 64363. 


& of V in acetone (boiling 10 hours) 78 of IId is 
obtained, boiling point 168-175°/0.6 mm, melting 

point 63-64°, iodo-methylate, melting point 111-112.5°. 
Analogously from C,H, CH, N(C, Hy) COCH CHCl is obtained 
Iif, boiling point 190°/1.6 mm, melting point 59-60°, 
iodo-methylate, melting point 107-108°. In the same 
way from N-(@ -chloropropionyl)-phenothiazine is cb- 
tained II, R = N-phenothiazine, yield 61%, boiling 
point 230-235"/1 mm, melting point 78°, 1odo-methylate, 
melting point 131-132°. Report XVI, see RZhKhim, 

1958, 57441. 
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ifed ag the tactore of 1-(resmethorypben- 
3-methyteycioneraucl-3-carborylie acid. Ui 
tadthag benzene with HCL and NHC! giv- 
eld @f am ani 1g partially demnethviared ‘ 
ivtV: TV was methylated invalk. sofn. wid} 
u esterified with CH,N; presumably to Me - 
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a aes me a Tutt just, earn, ; 
Btereah 2 1a, oO caver vin Gentian} peiLaabacridate’: : 
aD) (hydrachtoride,’ 1, EBR-00°) was obtained by the reduc- 
tion and gimuitar 2043 hydrogesolyeis af 338 aninohtazaphe 
none-2-eathaxyiit i o/Homaptenathhs- 
ep Oni. 18"s scbloride, i, i} wis abtaiied fy” 
cyclizing 3 mumitie-i- methoxy yeurbon yldip henylsultide “(aie 
85-439; plerate,: m, ° 107°), obtained froin the edrrespond-: 
Ing nitro ester, and reducing the resulting Iactant (m. 290-° - 
ay with LiAlHG. Tand 1 were niadeto react with substi” 
“tuted aninoalky! chiorides in the presence of NaN, In)” 
< toluene.cr xylene’. ¢ @ the following:. ~ N4dinzethyl- ” 
anlincethyl}-1-aza -2,3, -dibensoeycloheptadiene:- 
“bydecebloride, sm. 2005s &. . 
a 5 G-dibeazocyelobeptadiene (1V),. dihydrochloride, rm. 
“a4; NA piperidinoanunosthy}}—1 i-aza-2,5,6,6 -dibenzocy- . 
’» Gloheptadiene : (V),. dihydrechloride, nt. 200%: M=(di- 
micthy vlamioopropyt)- T-n2a-2,3, 5,0-ditenzocyclohep tadiene - 
A¥D,. hyde ochloride, mt, 183°; 2cintlniiethyt)- ne 
~ Leara-4-this-2,3,5,5- qtlibenzeyclolieptadiene (Vit A 
3? -drochloride, me 2069; NA pi inpatatnoetiny pT aia * 
x this2. 3. aibenaneyclohepta jene’ (VI); -succinate; ms. 
: N-(dimethylamninogropy)}+t-aza-4- thiz-2,4, 5.0 - dies. 
etna (14), hydrotironride, gn. 1678, VE 
yas aitihistiamiiic nativity tA} tines 39 great-as eh 3 om oar 
“(di phenylmethex yA N-diineth ylett uptamine HCI(X) ; 
antihistantinic activities of If‘and VE are 10 tines that se 
X. The local anesthetic effects: -(infiltration} of TFI-EX ofl 
» exceed that of procaine; Vand Vif being the most: effective... 
“The local anesthetic effects (sirfase}-of TI-VI alt exceed mM 
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Author : Adlerova, E., Novak, L., and Protivie Ms —— 
Inst 7 = 
Title : Syntheses °f Members of the Estrogen Group. XIV. 2-Substi- 


tuted Derivetives of 3-Methyloyclohexanone~3-Carbexylic Acid. 


Orig Pub: Chem Listy, 51, No 3, 553-563 (1957) (in Czech) 


Abstract: The action of hecarbethoxy-3-methyl-2-cyclohexen-1-one (I) 
with CoHoBr and Cplis0Ne (refluxing for  hre in alcohol) 
yields o2ethy1-3-methyl-4-carbethoxy-2-cyclohexene-1-one 
(Ir), yleld 75% (when NeNHp is used, the yield of IT 
is 4o%), bp 139-143°/10 mm, which on alkaline hydrolysis 
gives 2-ethyl-3-methyl-2-cyclohexene-1-one (IIIT), yield 
55%, bp 89-95°/12 mm; semicarvazone (SC), mp 16 -189° 


epee 
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(from aqueous alcohol); 2, -dinitropherylhyérazone (DNFH) 
mo 225-2277 (from CsHsN). III is also formed in 70% yield 
by reflivaing If with CH3CCOH and HaSO}, - I and CLCE2COOCH3 
in C¢Hg (16 hrs reflux) in the presence of NaNHp gives 
p-carboxyxethyl-3-methyl-2-cyclohexene~1-one (IV), yield 
35%, bp 171-176°/3 mm. Liquid IV is isolated in yields of 
6.5% from crysteiline IV, mp 109-110° (from petrnleum etker- 
ether). Ina simller wey I and CL(CHy)pC0CcCa5 give 2- 
(fh weazkoxyethy1) -3-nethyi-2-cyclokexene-one (v), yield 
4d4, bp L7in176°/3 mm; the yield of crystalline V is 7 2h; 
m 78.79° (from petroleum ether). Dihydroresorcinol (VI) 
and iso-CyHgOH in Cea6 in the presence of p-CH C6HySO3H 
gives 3 -isobutoxy~2-cyclchexene-1-one (yield 536, pp 
110-120°/0.6 mm) which on reaction with CHaMeI gives 3- 
methyl-2-cyclohexene-l-one, yield 22%, bp 80°/ 10 mm, 
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DNFH, mp 176-177° (from alcohol. The metbylation of VI 
by @ previously described method (H. Stetter and W. 
Dietrichs, Chem Ber, 85, 61 (1952)) yields 2-methyl- 
cyclohexane-1,3-dione (VII) » mp 205-206° (from aqueous 
alcohol), which is converted to 2-nethyl-3-isobutyoxy-2- 
cyclohexene-l-one (yield 78%, bp 98/0.2 mm); the latter 
on reaction with CHaMgI gives 2, 3-dimethyl-2- eyclohexene- 
l-one (VIII), yield 55%, mp 80-84°/10 mm; DNFH, mp 198- 
199° (from ethyl acetate). VII and ethylene glucol give 
1, 3-bis-ethylene letal of VII, yield 39%, bp 137°/10 Im, 
which on reaction with2, -dinitrophenylrydrazine in al- 
cohol in the presence of HCl (acid) is ccnverted to the 
DeEH of the l-ethylene ketal of VII, mp 163-164° (from 
alcohol). When a solution of 2.7 gms VIII in 25 ml CH30H 
is refluxed 3 hrs with a solution of 3-5 gms KCN in 20° ml 
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vater, followed by the addition of a solution of 2.8 gms 
YCH in 50 ml water, heating for 30 brs at 100, and acide 
ification, 3.7 emus of crude 3,2-dimethylcvclohexanone-3- 
carboxylic acid (IX) are obtained; DNFI, mp 222° (frem 
C4,0H-ethyl acetate). Reaction of IX with CHolNo gives the 
methyl escer, yield 72%, by 120°/10 mm; DNFH, mp 169° 
Prom Ci30H-etayl acetate). The following ecrmoumds 

heave besa prepared by a similar procedure: 3-imethyl-2- 
ethvicyclohezanone-3-carbexyiie acid (X) (from IIT and 
KON), yleld 65%, mp 137-158? (from ether--CH,0H); the mthyl 
ester of X (XI) is obtained in yields of 79*92.5%, bp 1h4e- 
143°/25 ma, 124-125°/20 mn, 92-93°/1 mm; SC of XI, mp 210- 
2120 (frou elconel); DNFH of XI, mp 141° (from alcohol); 
3.methyl~-2-carboxymethylcyclcohexanone-3-carb oxyli e acid 
(XII) (from IV aud KCN), yield 65%, mp 160-163- (from 
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ethyl acetate-CH,0H); the methyl ester of XII (XIII) is 

ds of 82%, bp 130~132°/1.8 mm; DNFH 
of XITI, mp 184~185° (from cgkg); vireo es &§ -carboxy- 
ethyl) -cyclohexanone+3-carboxylic acid (XIV) (from Vv ana 
KCN), yield 80%, mp 119-1239; the methyl ester of XIV (Xv) 
is obtained in yields of 67%, bp 135-142°/1 mm; DNFH of 
XV, mp 150.5-151.5° (from Cog). XII and HS(CH3)2S2 under 
the action of dry HCl and Mgso, in dioxane at O° give the 
thioketal of XII, mp 210-211° tea CH20K) which on re- 
moval of the sulfur over Raney Ni gives an oily substance 
the structure of which hes not been established. The 
Khuan-Minlon /TN: spelling uncertain/ reduction of XIII 
yields trans -2-methyl-2-carboxycyclohexylacetic acid, 
mw 171-173? (from petroleum etheracetone and aqueous CH3 
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Inst 2 ee aN 

Title : A Study of the Synthesis of Estrogenic Hormones. XV. 


Reaction of Phenylacetylenes with Substituted Cyclo- 
hexanonese A New Total Synthesis of Certain Racemic 
Doisynolic Acids. 


Orig Pub: Chem. listy, 1957, 51, No 4, 643-653 


Abstract : l-ethyl-2-methyl-7-hydroxy-1,2,3,4,9,10,11, 12-octahy- 
drophenanthrenecarboxylic-2-acid (I) (from racemic 
doisynolic acids) was synthesized in the following 
manner: 

The reaction of m-CH30C¢H)=CK (II) with the methyl ester 
of 2-ethyl~3-methylcyclohexanocarboxylic-3-acid (III) 
in tertiary butanol (sig hours at 90°C) resulted in the 
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formation of the lactone, 1~-(m-methoxyphenyl-ethynyl )-2- 
ethyl -3-nethyl-1-hydroxycyclohexancarboxylic-3-acid (Vv). 
A crude yield of 76% was obtained after chromatographic 
treatment on Al,0,, bs De 190-205°C/0.3 mm. The hydro- 
genation of V on 3a C in methanol lead to the formation 
of the lactone, 1-/ 4 ~(m-methoxyphenyl )-ethy1/-2-ethyl- 
3-methyl-1-hydroxycyclohexancarboxylic-3-aicd (Iv), 
which was purified by chromatographic treatment with 
A150, Ds Pe 200-215°C/0.8 mm, 190-205°C/0.2 mm, m. p- 
708c° (from petroleum ether - benzene). 


Compound IV was also obtained by direct hydrogenation of 
the condensation product of III with II (without the in- 
termediate seperation of V), yield, 20.4§. The saponi- 

fication of V with a 20% methanol KOH solution (boiling 

for 20 hours) produced 1-[4 -(m-methoxyphenyl )-ethyl/- 

ethyl -3-methyl-1-hydroxycyclohexane carboxylic-3-acid, 
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m.p. 103-106°C (from petroleum ether - benzene). 

The reduction of IV with lithium aluminum hydride re- 
sulted in the formation of 1-// -(m-methoxyphenyl)- 
ethyl /-2-ethyl-3-methyl-3-hydroxy-methyl cyclohexanol 
(VI) in a 75% yleid, bs p. 210-220°C./1.5 mm, me De 85- 
87°C. (from patroleum ether). The cyclization of IV 
was accomplished with aluminum chloride in CgH, (boi- 
ling for one hour while purging with dry HCl), followed 
by methylation with dimethyl sulfate and then with 

CHAN , with the formation of the methyl ester of L-ethyl- 
2emethyl-7-methoxy-1, 2,3,4,9,10,11,12-octahydrophenan- 
threne carboxylic-2-aicd (VII), VIII acid), yield 58%, 
be p- 190°C./0.08 mm. The saponification of this pro- 
duct with aqueous - alcoholic KOH solution at 180-190°C. 
resulted in the formation of amorphous VIII, yield 5.6 
grams (from 6.1 grams of VII); 
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Na-salt, ms p. 315-325°C. VIII melted at 50-60°C., 
resolidified and then melted again at 160-182°c. 

A melting point of 189-191°C was obtained after recrys- 
tallization from methancl. 

VIII possessed physiological activity and had IR spec- 
tra and a melting point identical with those of the Cy- 
isomer of 7-methyldoisynolic acid, which has been syn- 
thesized before (Anner, G., Miescher K., Helv. chin. 
acta, 1947, 31, 1422), and probably possesses the cis-. 
“anti cis-configuration. The demethylation of VIII by 
heating with pyridine hydrochloride (4.5 hours at 170- 
190°C), resulted in the formation of I, yield 35%, m. p- 
113-117°c. (from methanol). The condensation of the 
ethyl ester of 2-ketocyclohexyl acetic acid (b. p. 130- 
1320C./12 mm; 2,4-dinitrophenyl-hydrazone, m. p. 125- 
126°c. (from alcohol)), 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320012-2" 


ree sits 


"APPROVED FOR RELEASE: 09/19/2001 


POSSE ERS RN BORA SR OS SS 


C2ECHOSLOVAKIA/Organic Chemistr 
Synthetic Analog 


CIA-RDP86-00513R001343320012-2 


PARTE ae Sore ay a5 BS 


y - Natural Compounds and Their G. 
Be 


Abs Jour > Ref Zhur ~ Khimiya, No 16, 1958, 54013 


with CEHC 2CK in 
resulted 


tertiary butanol (5 hours at ~~ 20°C.) 


in the formation of the lactone, 2-phenylethy- 


nyl-2-hydroxy cyclohexylacetic acid (yLield 25%, b. De 
185-195°C./1.6 mm., m. p- 116-1189C. (from petroleum 
ether)), which upon hydrogenation with Pd/C in alcohol 
was transformed into the lactone, 2-( 4 -phenylethyl)- 
~@-hydroxycyclohexyl acetic acid (IX acid) (yicla TT, 


b. p. 180°C./0.9 


m.), which is saponifiable with 10% 


methanol solution of KOH in IX, yield 78%, m. p. 1180c. 
(from benzene - petroleum ether). Upon heating 165 


grams of IX with 


120°C.) there was formed 152,32, 


30 ml of 90% H4PO), (45 minutes at 110- 
#,9,10,11,12-octahydro- 


phenanthryl-1- acetic acid, yield 1.2 grams, m. Pp» 1420c, 
(from petroleum ether - benzene). The ethyl ester of 

B ~(2-keto cyclohexyl )-protionic acid (b. Pe LhO-1k50¢/ 
/10 mm), was Simultaneously converted into the lactone, 
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8 -(2-pheny1 ethynyl-2-hydroxycycloheyl )-propionic 

acid (yield 51%, b. p. 180-230°C./1-5 mm, n. p. 83- 
8hoc, (from petroleun ether], which product upon hydro- 
genation was converted into the lactone » 3 -(2-8 - 
-phenylethyl ) ~@-hydroxycyclohexyl )-propionic acid, 

yield 66%, m. p. 98°c, (from petroleum ether). 
Similjarly, III was converted into the lactone of l-phe- 
nylethynyl-2-ethyl -3-methyl-1-hydroxy cyclohexyl. carboxy- 
lic-3 acid (yield 37%, b. p. 160-180°C./0.9 mm, m. De. 
90°C. (from petroleum ether), which after hydrogenation 
over Pd/C, was converted into the lactone, 1-( 3 -phenyl- 
ethyl )-2-ethyl -3-methyl -1-hydroxy cycLohexylcarboxylic-3 
acid, m. p. 175-1800C./0.2 mm. IT was synthesized from 
the ethyl ester or 4 ~(m-methoxyphenyl)- « - 7 -dibromo 
propionic acid, m. p. 58-59°C, (from petroleun ether), 
prepared quantitatively by bromination of the ethyl 
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Abs Jour t Ref Zhur - Khimiya, No 16, 1958, 54013 


ester of m-methoxy cinnamic aicd. The curves of the 

IR spectra of IV and VIII are furnished. 

Communication XIV, see R. Zhur. Khim. » 1958, 12219. 
-CcoW 
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Author : Borovicka Milos, Protiva Miroslav. 

Inst : ein oe og 

Title : Antihistaninic Agents. XLI. Rerivatives of 1-Aza- 
2,3-5,6-Dibenzocycloheptadiene (Honoacridan) 


Orig Pub; Chem. listy, 1957, 51, No 7, 1344-1349. 


Abstrect: To study their antihistaninic action a number 
of N-substituted derivatives of homoacridan (I) were 
synthesized; the HCl-salts of sone I showed high 
activity; methiodides of I are less active. I, R= 
H (Ia), was prepared by reduction of lactam of 2'- 
anino-benzophencne-2-cartoxylic acid with LIALH 4 in 
ether (boiled for 5 hours), yield 73%, MP 131- 132°; 
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hydrochloride, MP 188-190. Perivatives were synthe- 
sized by boiling 


coe be 


CH,-NR 


Ta with the corresponding RX and Na-aride in toluene. 
The following I were prepared (listing R, yield in h; 
BP in?C/nn, MP in °C of hydrochloride, its anti- 
histaminic activity in relation to Benen +s MP in 
°C of methicdide): (CH3),NCH,CH,, 63, 150- -154/0. 5, 
198-200, 10, 221-222, picrate, MP 171-172' 5 (CjE Ob 
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NCH,CHa, 63, 175/0.9, 162-164 (dihydrochloride), 3, 
209-210; CH, CHAN( CH) ~cyclo, 63, 180-185/0.5, 


207-209 (di ydrochloride), 0.3, 200-201; CH CHIN (CH) a 
O( Git, » 62, 192-194/0.5 (MP 90-92"), forns*no ydro- “~~ 


) 
Chloride, —— , 205; I, R= CH, CH(CH3) N(CH D557; 
153/0.4, forms no hydrochloria’, > 207-209 (on 
preparation of methiodide there is formed as a by- 
Product the nethiodide of I, R = CH » MP 17h-375°), 
picrate, MP 157-1589, (CHy), NCH) CH, city, 65, 180/0.4, 
182-183, 800, 189-190. by boillng “for 5 hours Ta 
with C1CH,CH,COC1L in C,H, wes prepared I, R = CicHy 
CH.CO yiela 634, Mp 77-79°), which forned with (c Lins 
NH in toluene (boiling for 10 hours) the I, R = ™ 
(C,H), NCH, CH,Co (BP 181-186 7/0.35 my, and with 
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CH;SNa (boiling for 20 hours in acetone) the I, R 
= CH;SCH,CH»CO, BP 204-206°/0.4 mn; methiodide, 

MP 123-125°. Methiodide of (CH, ),N-(CH ) Cl was 
prepared, MP 210-212°, aed 
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Chemistry. 


Rof Zhur-Khimiya, 23, 1958, 77702, 


thia-2,3-5,6-dibenzocycloheptadiens (homopheno- 
thiazine). 


Chem Listy, 51, No 10, 1909-1914 (1957) (in Czech). 


When the methyl ester of thiosalicylic acid is 
added to a solution of CHg ONa in CHz OH and the 
mixture is heated for 15 hrs with o-NOp C¢g Hy Cl 
(502), the methyl ester of 2'-nitrodiphenylsulfo- 
dicarboxylic- ~2 acid (I) is obtained, yield 55%, 

mp 92-930. The reduction of a methanolic solu- 
tion of I over Pt (from PtO.) or over Raney nickel 


33 
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Abstract: at normal pressures gives the methyl ester of 
2 -aminodiphenylsulfonic-2-carboxylic acid (II), 
yield 100%, mp 95-96° (from 75% alc); picrate (P) 
mp 167° (from alc). Heating I1 for 7 hrs at 200- 
220° gives the lactam of II (III), yield 86%, mp 
239-2429 (evap; from aqueous alc). The reduction 
of III by refluxing for 30 hrs with LiAlH, in 
ether gives l-aza-4-thia-2,3:5,6-dibenzocyclohep- 
tadiene (homophenothiazine) (IV), mp 115° (from 


alc). Refluxing IV for 10 hrs with NaNH, and 
C1LCHy CHo N(CHs) 5 jin xylene gives N-(2-dimethyl- 
aminoethyl) -1V (V), yield 5% bp 160-165°/0.5mn; 
hydrochlorids mp 2060 (from ether-alc); P mp 156° 
(from alc): iodomethylate (TH) mp 195° (from ether- 
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Synthetic Organic 
Chemistry. 


Abs Jour: Ref Zhur-Khimiya, No 23, 1958, 77702. 


Abstract: alc). Using a procedure similar to that used in 
the preparation of V, N-(2-piperidinoethyl) -IV 
(VI) is obtained from IV and ClCH, CHy 


NCH CH, CH Cp CHz, bp 180°/0.5mm; acid salt of 
succinic acid mp 150-151° (from alc); P mp 165° 
(from alc). Similarly IV and 1-dimethylamino- 
2-chloropropane give N-(2-dimethylaminopropy1) - 
IV, yield 68%, bp 165-170°/0.5mm; P mp 158° (from 
alc); IV and 1-dimethylamino-3-chloropropane give 
N-(3-dimethylaminopropyl)-IV, yield 67%, bp 169- 
173°/0.5mm; hydrobromide mp 157° (from ether-alc) ; 
P mp 135° (from alc). Heating of IV for 3 hrs 
with ClCH COC1l in Cg H, at 80° gives N-(chloro- 


acetyl)-IV (VII), yield 76%, mp 103° (from aic); 


Card 3/4 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320012-2" 


"APPROVED FOR RELEASE: 09/19/2001 


i 


CZECHOSLOVAKIA / Organic Chemistry. 
Chemistry. 


‘i — oe er Sere 2 re eee at ee 
ES Eee cokes gees af ieceeril Aeioae a? cae a 


CIA-RDP86-00513R001343320012-2 


Synthetic Organic G-2 


Avs Jour: Ref Zhur-Khimiya, No 23, 1958, 77702. 


Abstract: similarly IV and C1CHy CH 
propionyl)-IV (VIII), yiefd 
The refluxing of VII with ( 


COC] give N-( / -chiloro- 
48%, mp 98% (from alc). 


for 16 hrs gives N-diethylaminoacetyl)-IV, yield 


76%, bp 190-195°/0.6mm, mp 
ether); P mp 175° (from alc 
(decomp; from ether-alc). 

6 hrs with dry CH, SNa in a 
ylmercaptopropionyl)-IV, bp 
133° (decomp). V possesses 
ity while VI is a local ane 
ation XVI see RZhKhim, 1958 
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Author $ Miroslav Protiva, Jiri Jilek, Erika Hachova, 
‘Ludvik Novak, Zdenek J. Vejdelek, Edita Adlerova, 

Inst : Chemical Society (U.S.A.), 

Title : Synthetic Models of Blood Pressure Decreasing 
Alkaloids, I, l-Aralkyl-1,2,3,4-Tetrahydronorhar- 
wans, 


Orig Pub: Chem, listy, 1957, 51, No 10, 1915-1922, 


Abstract: The l-aralkyl-1,2,3,4-tetrahydronorharmans des- 
cribed in the paper are depicted by the general 
structural formula A and characterized by a hypo- 
tensive action similar to the action of reserpine, 
Triptamine (I) is prepared by the reduction of 3- 
-indolylacetonitryl by the action of Na in alconol, 


APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320012-2" 


"APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320012-2 


IGRI SATE Tea y peacien 53 SSSR Ure iss MT ice tr oS ee re Pe Se FEEL 


CZECHOSLOVAKIA / Organic Chemistry, Natural Substances 
and Their Synthetic Analogues, 


Abs Jour: Ref Zhur-Khimiya, No 18, 1958, 61101, 


Abstracts or by Radney!s catalyst under pressure, or with 
LiA1H,, yield 52 to 56%, boiling point 158°/0.5 
mm, meiting point 112 to 113° (from benzene). 5- 
-methoxytriptamine, melting point 120 to 121°, and 
7-methoxytriptamine, melting point 134 to 135°, 
are prepared according to Spath and Lederer (Spath 
E., Lederer E,, Ber., 1930, 63, 2102). (CHa) C( 
(C6H5)CONH , melting point 160°, is prepared Ey 


hydrolizing yee H)CN with aqueous KOH, it 
( 


produces (CH3)o C65 COOH, melting point 77°, a 
the continued hydrolysis in KGH., Hydrochloride 
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Abstract: (II) of that acid is prepared thereof by the 
action of SOClo, yield 90%, boiling point 169°/16 
mm, The following is prepared neutralizing the 
benzene solution of a corresponding triptamine 
with the benzene solution of a corresponding acid 
as, for example, phenylacetic acid (PNA), boiling 
and cooling; 7-methoxytriptamine salt of PNA (III), 


melting point 190°; 5-methoxytroptamine salt of 

PNA (IV), melting point 160°; triptamine sale of 

diphenylacetic acid, Par we ne 193.5 to 194,5°; 
V 


and triptamine salt of PNA » Melting point 178 
to 179°. The following triptamines are prepared 
by: a/ lhour's heating of the corresponding trip- 
tamine salt above its melting point, b/ heating 

the equimolar mixture of corresponding I with the 
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Abstract; corresponding acid, and c/ of the corresponding I 
and hydrochloride of the corresponding acid in 
C6H6 in the presence of aqueous NaOH at about 20°, 


5-methoxytriptamine of PNA (VI), melting point 

117° (from CH20H), was prepared of IV according 

to the method-a, yielded 80%. Triptamide of 4- 
methoxy-PNA (VII), melting point 155 to 156° (CH3 
OH), was prepared of I and methoxy-PNA by the 
method b, yield 46%, Triptamide of &-phenyliso- 
butyric acid (VIII), melting point 137 to 138° 
(from benzene), was prepared of I and IV by the 
method c, yield 91%. Triptamide of PNA (IX), melt- 
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Abstracts: ing point 145 to 146° (from CH20H), was prepared 
of V vy the method a, yield 72%, or of I by the 
method b (465). Triptamide of A -phenylpropi- 
onic acid (X), melting point 72 to 73° (from aqu- 
eous CH20H), was prepared of I by the method c, 
yield 30%, Triptamide of ¥ -phenylbutyric acid 
(XI), melting point 112 to 113° (from benzene), 
was synthetized of I by the method b, yield 45%, 
Triptamide of diphenylacetic acid, melting point 
145° (from CH30H), was prepared of I by the method 
¢, yield 90%,°or by the method b, The cyclization 
of that triptamide into the corresponding 3,4-di- 
hydronorharman did not succeed, Triptamide of 1- 
~naphthylacetic acid (XII), melting point 157 to 
158 (CH30H), was prepared of I by the method b, 
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Abstracts 
\ | NH 


BR! 


yield 79%. 7- methoxy triptamide of PNA (XIII) 
melting point 101 to 102° (from aqueous CH30H), 
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Ref Zhur-Khimiya, No 18, 1958, 61101. 


was prepared of III by the method a, yield 6073. 
1-(2-phenylethy1) -3, 4-dihydronorharman (XIV) is 
prepared by boiling X 1 hour with POC12 in CéH¢é; 
pircrate - melting point 189° (from CH30H). Un- 
purified XIV (a.6 ay 4s reduced witn 10 g.of Na 

in 120 ml of alcohol into 1-(2-phenylethy1)-1,2, 
3,4-tetrahydronorharman (xv), yield 1.7 @, melting 
point 75° (from CH30H); hydrochloride - melting 
point 258 to 259° ~(from CH30H) 5 me thanesulfonate 
bus) - melting point 242 to 243°, Same as XIV, 

g of unpurified 1-(3-phenylpropy1)-3, 4-dihy- 
dronorharman (XVI) 1s obtained from 5 g of XI; pic- 
rate - melting point 164 to 165° (from CH30H). 

YVI reduced in the same way as in the case of XV 
produced 1-(3-phenylpropyl)-1,2,3,4-tetrahycronor- 
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Abstract: harman; MS - melting point 245 to ah7°, Other 
NE CaNG FF -tetrahydronorharmans of the general for- 
mula A are prepared (if not indicated otherwise) 
by the cyclisation of the corresponding triptamide 
(same as XIV) and reduction of the produced raw 
3,4-dihydronorharman (same as XV): A, R=H, R! = 
= CEHsC(CH3)a-, (from VIII), MS - melting point 
225 to 2269; R =H, R! = 5,6,7,8-tetrahydro-1- 
-naphthylmethyl, (from XIII), hydrochloride - melt- 
ing point 247 to 253° (from aqueous alcohol), MS 
- melting point 239 to 2419; R = 6-0CH3, R' = 
= C6Hs5CHo, (from VI), MS - melting poin 2g? ; 
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Abstract: R = 8-OCH3, R!' = CoHsCHe, (from XIII), MS - melt- 
ing point 249 to 250°; R=H, R! = 4-OCH3CGHyCHas 
(from VII) or by aging 24 g of I hydrochloride 
with 24 g of 4=-CH30C6HYCH2COCOOH in 600 mi of 
water and 360 ml of acetic buffer (pH = 3,8) in 
the duration of 4O days at 37°, decarboxylation 
of the formed 1-(4-methoxybenzy1)-1,2,3, -tetra- 


nydronornarman-1-carboxylic acid (meiting point 
of raw acid 223 to 225°; dissociates}, passins 
HC1 (gas) through its suspension in boiling CE20H, 
dissolution of the raw product in CHCl, and fil- 


tration through Al903; hydrochloride -~melting 
treo 


point 252 to 2540 m CH30H) 3 MS - melting point 
252 to 25393; A, R=H, R! = C6Hs, melting point 
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Abstract: 157 to 159°, by cyclization of benzaltriptamine 
(Hoshino T,, Kotake J,, Liebigs Ann, Chem, 1935, 
516, 76); hydrochloride - melting point 258 to 

260°, MS - melting point - 250 to 2519; R=H, 

R! = C6H5CHe (XVII), (from IX or from I hydro- 


cloride and C6H5CHeCHO (Hahn G., Ludewigg H., Ber., 
1934, 67, 2031), MS - melting point 258 to 260°; 

R =H, R! = 3, ACH) econ CH (from I hydrochlor- 
ide and 3,4-(CH30)2 Gi4CH2COCOOK) RZhKhim, 1956, 
58170), MS - melting point 236-238°, 1-benzyl- 
norharman is prepared of XVII by dehydrogenation 
(Clemo G, R., Swan G, A., J. Chem, Soc., 1946, 
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and Their Synthetic Analogues, 


Abs Jour; Ref Zhur-Khimiya, No 18, 1958, 61101, 


Abstract: 621); MS - melting point 210 to 211° (from alco- 
hol-acetone). 
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Author : Hach Vladimir, Protiva Miroslav 

Inst : SS 

Title : Synthetic Research in the Area of Estrogenic Hormones. 
XVI. Synthesis of Hydrindandione - 1.4 


Orig Pub: Chem. listy, 1957, 51, No 11, 2099-2108. 


Abstract: Hydrindac@ione-1.4 (I) is synthesized from o-nitrohydro- 
cimnanic acid (II) by the following manner. The cycli- 
zation of acid chloride II with the application of AICl> 
in CS, leads to 4-nitrcindanone (III), yield 625, 
melting point 103’ (rom petroleum ether or alcohol): 
oxime, melting point 204’ (from alcohol). During hydro- 
genation of III over PtO, or over skeleton Ni in alcohol, 
-amino~indanone is formed, yield in the latter case 
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95%, melting point 123-12k’(from bzl.), monodiazotiza~ 
tion and subsequent heating (15 minutes at ho”) lead 
to 4-oxyindanone (IV), yield 83), melting point eho’. 
(from aqueous alcohol); oxime (V), melting point 186° 
(from aqueous alcohol) IV is also synthesized from 
dehydrocoumarin by a method described (RZhKhim, 1955, 
37283), yield 42%. During hydrogenation of V over Pt 
(from PtO;)_in CH,COOH, there is formed l-amino-cis- 
hydrindan /“yield 21.3%, boiling point 60-62°/0.5 mm; 
picrate, melting point 182-164" (from alcchol); N- 
benzoyl derivative, melting point 182-183" (from_50% 
alcohol) and l-amino-cis(?)-hydrindanol (VI) /yiela 
32%, boiling point 122-125°/0.5 mm, melting point 
75-77" (from petroleum ether)/. Monodiazotization of 
VI in 25% CH) COOH and subsequent heating (2.5 hours in 
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a water bath) leads into hydrindandiol-l.4 (yield 25%, 
boiling point 122-1267/0.5 mm), which during exidation 
by the chrome mixture in aqueous CH;COOH transfers 

in I, yield 61%; Big-2,4-dinitrophenylhydrazine, melt- 
ing point 220- 2237 (from bzl-petroleum ether). The 
cyclization of o-methoxyhydrocinnamic acid (VII) and 
o-isopropoxvhydrocinnamic acid (VIII) (under theaction 


of polyphosphoric acid, P;0.- in bzl, pone Ae PCC1; io CCl y 


or xylene) in -wethoxyindanone and accordingly in 4 
isopropoxyindanone from which it would be possible ‘6 
obtain I, was not successful. II is synthesized by three 
ways: a) by boiling (24 hours) of ( -(o-nitrophenyl)- 
propionic acid, which after ie with the solution 
H,SQ4 (1 hour) was transferred into II, hOG yield (un- 
purified); b) from o-N02C, H,CH,Cl and mai onic acid by 
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a method described (Janisch A., Ber., 1923, 56, 2448), 
yield 245; c) by nitrating of the hydrocinnamic acid 

by a method described (Konek F.V., Pacsu E., Ber., 

1918, 51, 855) with a subsequent division of Il and n- 
nitrohydrocinnamic acid (IX), melting point 164", Chloro- 
hydrid II during condensation with C,H, in the presence 
of AlCL: (4 hour boiling) forms ( -(o-nitrophenyl)- 
propiophenone, yield 40%, melting point 67-68 © (from al- 
cohol); analogous condensation of chlorohydrid of IX 
leads to /5 -(n-nitrophenyl)-propiophenone, yield 76%, 
melting point 92-93° (from alcohol). VII is obtained 

in the following manner. Condensation of o-CH; OC, HyCHO 
with CNCH,COOC, He in alcohol in the presence of piperi- 
dine leads to ethyl ether of a-cyan-o-methoxycinnamic acid 
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Card 


[yield 71.59, melting point T° (from sone); 

which during hydrogenation over Pt (from PtOo) in 
alcohol ethyl ether forms a-cyan- f -(o-methoxypheny1)- 
propione acid (X), and during boiling (16 hours) with 
aqueous CH;COOH-H;S0, gives o-methoxycinnamic acid 
(XI), yield 514, melting point 162° (from water). X 

is obtained also with 90% yield from ee HyCHO and 
malortc ether in CcH;N in the presence ©: piperidine. 
Boiling of X with equeous HzS04 (8 hours) or reduction 
of XI by an amalgem of Na lead to VII, yield 72.5 and 
80%, melting point 90-91" (from water). For obtaining 
VIII by boiling (30 hours) of salicyl aldehyde with iso- 
C,HiBr in the presence of C {Hs ONa and KI, o~isopropoxy- 
benzaldehyde (yield 27%, boiling point 72-73°/0.3 mm) 
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is synthesized, which with malonic ether in CsH,N in 

the presence of piperidine give o-isopropoxycinnamic acid 
[ yield 645, melting point 125’ (from 30% alcohol) 7 
reduced by an amalgam of Na to VIII, yield 7&5, boiling 
point 135-140'/0.3 mm, melting point 51°/(from water). 

. The following transformations were also realized. The 
reduction of VII LiALH leads to 3-(o-methoxyphenyl)- 
propanol (yield 60%, boiling point 117-120'/0.5 mm), 
which with PBr; gives 3-(o-methoxyphenyl)-propylbromide, 
yield 585, boiling point 85-89°/0.5 mm; the latter with 
KCN forms ¥ -(o-methoxyphenyl)-butyronitrile (yield 
74%, boiling point 145-155°/12-14 mm), converted by sa- 
ponification into | ~-(o-methoxyphenyl)-butyric acid 
(yield 73%, boiling point 145-147 /0.3 mm, melting 
point 4o?/ y Which during cyclization under the action 
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of POC]; in CCly was transformed into 5-methoxytetra- 
lone (XII), yield 5&5, melting point 88-89". ‘the 
action of S0-Clz on XII (10 minutes, at temperature 
of 207) leads to 2.2-dichlor-5-methoxytetralone, 
melting noint 100° (from petroleum ether) and the 
processing of XII Br» into CH ;COOH (one hour at 
temperature 207) leads to 2-brom-5-methoxytetralone, 


melting nvint 93° (from petroleum ether). The 

action of S0;Cl, on decalindione-1.5 leads to dichlo-~ 
ride, which is 2.2-dichlordecalindione-1.5 or 2.6- 
dichlordecelindione-1.5, yield 37%, melting point 153-154° 
(from bzl. petroieum ether). By the interaction of 
2-acetoxycyclohexanone with diethyloxalate in CoH, 

in the presence of dry C-H;ONa (7 hours, at a tempera- 
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ture ‘’ 20”) there is obtained, with a low yield, 
2~carbethoxy~6-acetoxycyelshexanene ep, boiling point 
80- 83” /0 -35 mm. Analogously from 2-methcxycyclchexa- 
none is synthesized 2-carbethoxy-6-methoxycyclohexane, 
boiling point 125-130 '/10 mm. Report XV, see RZhKhin, 


1958, 54013. 
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Cyclohexylacetic acid (I) was prepared by the re- 
duction of a solution of sodium cyclohexylidene- 
acetate on Raney nickel under 110 atm. at 1007, 

yield 86%, boil p. 123 to 125°/5 mm; it was con- 
verted into cyclohexylacetylchloride (rr) by the 
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action of SOC1;, yield 924, boil. p. 85 to a8°/ 

20 mm. The tryptamine salt of I was synthetized 
of tryptamine (III) and I, yield 885, melt. p. 

181 to 182° (from alc.), and converted into trypta- 
mid of I (IV) by heating it 45 min. to 190 to 200°, 
little yield, melt. p. 79 to 81° (from benzene). 

IV was obtained with a considerably greater yield 
(85%) of III and II by cooling them in C,H, in the 
presence of 4%-ual aqueous NaOH solution. A solid 
impure dihydro base was prepared by boiling 3.9 € 
of IV with 10 ml of POCL; in 100 m of Cy, in 
the duration of 2 hours, evaporating in vacuo, dis- 
solution in 60 ml of 75%-ual CH,COOH, and precipita- 
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tion by NH OH; that base was reduced with 12 ¢ of 

Na in 120 mi of alcohol to 1-cyclohexylmethy1- 

1, 2,3, 4-tetrahydronorharman (v) (yield 3.6 g)s 
hydrochloride, melt. p. 245 to 246 ° (from alc.); 
metasulfonate, melt. p. 262 to 265° (from aqu. alc.). 
Ethyl ester (EE) of leoxy-4-methoxycycLohexylacetic 
acid was synthetized of hemethoxycyclohexanone (vI) 
and CH2Br-CO0CH, in G% H, by the reaction of Reformatskiy, 
yield 64%, boil. p. 110 to 111°/1.6 ums it produced the 
EE of 4-methoxycyclohexenylacetic acid (VII) after 4 
hours of action of SCClz in pyridine in an ice bath, 
poil. p. 1207/14 m. hemethoxycyclohexenylacetic acid 
(VIII) was prepared by 12 hour poiling of VII with 
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KOH solution in alcohol, yield 85%, boil. p. 150 to 
152°/2 mm, melt. p. 27 to 30°. Hydrogenation of 
VII on PtO;, in CH;COOH resulted in EE of 4- 
methoxycyclohexylacetic acid (IX), boil. p- 120 

to 1227/20 mm. By hydrogenation of the aqueous 
solution of Ne salt of VIII on Raney's nickel 
under 105 atm. at 80 to 90”, or by 12 hour poiling 
of IX with KOH solution in alcohol, cis-(?)-4- 
methoxycyclohexylacetic acid was produced, yield 
Gos, boil. p- 151 to 152°/3 mm, melt. p- 19 to 227; 
Sebenzylisothiouronic salt, melt. p- 145 to 146° 
(from alc.) hemethoxycyclohexylacety1 chloride, 
poil. p- 108 to 1117/10 mm, syathetized of the 
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above mentioned acid with 4 yield of 94% by 3 hours 
of seasoning and 1 hour of boiling with SOCl,z was 
converted into tryptamide of hemethoxycycLlohexyl- 
acetic acid similarly to II by reducing with III, 
yield 56, melt. p- 102° (from benzene); that trypte- 
mide was cyclized similarly to IV to the correspond- 
ing dihydro base, by the reduction of which with Na 
in alcohol 1 -(4-methoxy=cyelohexyl)-methyl-1, 2, 3,4- 
tetrahydronorharman (X) was prepared, yield B24; 
hydrochloride, melt. D- 2k5 to 2h7" (dissociates, 
from aqu. alc.) methanesulfonate, melt. p+ 254 to 
255° (from aq- alc.). emethoxycyclohexenylaceto- 
nitryl (XI), boil. p- 118 to 121°/10 mm, was prepared 
of VII and cyanacetic acid in C; Hy in the presence 
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of CH; COONH } by 7 hour boiling with azeotropic 

‘ water removal; XI was boiled 3 hours with 10%eual 
NaOH and VIII was produced, yield 61%. 4 -methoxy-' 
cyclohexenylacetyl chloride (XII) produced of VIII 
and SO0C1l; was added drop by drop with simultaneous 
cooling to concentrated NH,OH and h-methoxycyclo- 
hexenylacetamide (XIII) was obtained, yield 45%, 
melt. p. 126° (from iso-C;H,0HO. 1.5 ¢ of 2-(h- 
methoxycyclohexenyl )-ethylamine hydrochloride (XIV) 
was prepared by adding the solution of 3 g of XI 
in 10 ml of ether drop py drop to 1 g of LiALHy in 
10 ml of ether at -5°, 30 min. seasoning at -5’, 
2 hour boiling, decomposition with 5 ml of water 
and 20 ml of 40%-ual NaOH, extraction of the ether 
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solution with dilute HCl, and evaporation of the 

acid solution in vacuo, melt. p. 231 to 232° (from 
iso-C;HyOH + alc.) picrate, melt. p. 190’ (from 

alc.). When the reaction mixture had been decom- 

posed with water efter the reduction of XI and the 
ether layer, dried with the application of K,C03, 

had been distilled, a base (XV), boil. p. 104 to 106/1¢mm, 
was obtained, the hydrochloride of which is of the same 
composition as XIV, and the melt. p. is 162° (from 
acetone + alc. + eth.); picrate, melt. p. 148 to 149° 
(from alc.). It is surmised that a change of the post- 
tion of the dcuble bend takes place at the distillation 
of the base of XIV and that XV is 2-(4-methoxycyclo- 
hexylidene)-ethylamine. The esterification of the 
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(3 -methoxyadipinic acid in the mixture toluene- 
alechol in the presence of H,SO4 at a simultaneous 
azeotropic removal of water leads to ethyl ester of 
fi -nethoxyadipinic, acid, yiela 60%, boil. p. 118 
to 1207/2.5 mm, n*“D = 1.4336. By the reduction 
of FE of 4eoxyphenylacetic acid in alcohol on Raney'a 
nickel in the presence of C,H.ONa under 125 atm and 
at 150 to 160”, EE of eoxycyclohexylacetic acid 
was obtained, yield 61%, boil. p. 115 to 1167/0 .4 um, 
which was saponified by 2 hour boiling with NaQH solu- 
tion in aqueous alccholto & mixture of stereoisomeric 
4-oxycyclohexylacetic acids, yiela 94%, melt. p. 110 
to 120° (raw). 4-oxycyclohexylacetic acid was prepared 


card =: 8/11 


APPROVED FOR RELEASE: 09/19/2001 


CIA-RDP86-00513R001343320012-2" 


EPROVED FOR RELEASE: 09/19/200 


RAPER UW TNY BS SESE 


RARE 


CI 


chan Tete nt 


aera BAS 


eee Se 


Si Ru aces ae ect 


CZECHOSLOVAKIA/ Organic Chemistry. Natural Substances and G 
Their Synthetic Analogues. 


abs Jour: Ref Zhur-Khimiye, No 22, 1958, 74167 


py the oxidation of the above mentioned mixture 

by seasoning it 3 days in Na: Cr,09 solution in 
dilute #,S04, yield 20; melt. p. 103 to 106° 
(from petr. eth. + ethylacetate) 3 semicarbazone, 
melt. p. 165’ (from water); ethyl ether 2,4.dinitro- 
phenylhydrazone, melt. p. 150 to 152” (from alc.). 
2-(l\-methoxyphenyl) -ethylamine was methylated by 
8 hours! heating with 98f-ual HCOOH and 37)-val 
CH;0 to hordenine methyl ester (XVI), yield 37% 
botl. p» 122 to 125°/10 mm, hydrochloride, melt. 
p. 173 to 174” (not adjusted). Hordenine (XVII) 

‘4 was prepared of XVI by Buck's method (Buck J.S. 
and others, J. Amer. Chem. Soc., 1938, 60, 1789), 
yield 74%, melt. p- 1172 (not adjusted); hydrochloride, 
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- melt. p- 177° (from alc. + eth.). Hexahydrohorden- 
ine (XVIII) was produced by hydrogenating XVII on 

Pt from PtOz in CH,COOH, yield 58%, boll. p- 132 to 
134°/10 um; 2-(eye chexylethyl)-dimethyl-amine was 
separated as & by-product of hydrogenation, yield 19%, 
boil. p- 82 to Bb° /10 mm; picrate, melt. pe 154° 
(not adjusted, from alc.)- 3,4, 5-trimethoxybenzoate 
of XVIII (XIX), semisold if impure, was synthetized of 
XVIII and 3 (k, 5trimethoxybenzoylchloride py seasoning 
(about 12 hours) in C;Hy; hydrochloride, melt. D- ak? 
(not adjusted, from alc. + eth.). V and X show 4 
hypotensive activity same a6 their aromatic analogues 
described in the report I (see RZhKhin, 1958, 61101) - 
The substance XIX is not active. The position of the 
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double bond was not established in the case of 
hexenyl compounds VII, VIII and XI to XIV; it is 
assumed by analogy with bibliographical indications 
that they are /\' -compounds. The meltings points 
were determined in a Kofler block, and those denoted 
"not adjusted” were determined with a capillary. 
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Apstract : Continuing their work on the synthesis of antihistamine 

compounds, the authors have apparently synthesized 
\, -HOC6HYCH (CEH JOCHSCHEN (CH3)2 (I) by the reaction of 

»> Zon 46 00C 60H (OH) COs (I) with C1CHQCHoN(CH3)2 (TIT); 
Tho isomer of I, b,-(Cil ) gNCH 1H, 00 gC (OH)C els (IV) has 
been synthesized by thé schomo: , -HOC ¢H),C0C 6H (Vv) —> 
h- (CHa VaNCHACHDOCGHNCOCEH (VI)—eTV, In adaition, 
ea vc Cen OCH Hat CLs) (VII) has been synthesized 
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by the scheme: CgH_NHCOC gH (VIII) + CgH.cocl (IX)—» 
4 -C §H5CONHC GHC OC GES (x) 8 -c gsc ONC 6HCH (OH)C 6H 
(XI)—» 4 -CgH_CONH -C6H),CH(C gH. )OCHCHAN(CH2)5 (XII) 
VII. Attempts to synthesize bose giycH (Cf )oc 
CHoN(CH3)5—s (XIII) proved unsuccessful: sosegf,coogts 
(XIV) 18 reduced with LiAlH to 4-NOZCgayCH(OH)CgH, (XV)3 
however, the reaction of XV with III apparently yields 

4 -CEHS5COC GHYN( 0) aNCGHACOCEHS -4t (XVI) rather than XIII. 
Attempts to carry out the bromination of 4 -NOoC GHACH SC 6H5 
(XVII) (obtained by FriedelCrafts synthesis from 
4,-NOoCEHACOCL and CéHe; bp 145 - 149°/0.2 mm) to obtain 
4 -NOOC6HUCH-(Br)C6H5 gave XIV instead. The same result 
is obtained from the reaction of XV with PBr2. 29.7 
gms V in 50 ml abs NCoHs are treated with 15 gms CHCOC1L 
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over 15 min (the temperature rises from 60 to 65°), the 
solution is stirred while cooling, 200 ml ice water are 
added, tho solution is acidified with 80 ml conc HC1 and 
ple cried pe (XVIII) is isolated, yield 93%, 

mp 81° (corrected;“from alc). 26.5 gms XVIII in 200 ml 
CH30H are hydrogenated over 5 gms Raney Ni (20°, 90 ata, 
1.5 hrs, 2.8 liters Ho), and II is isolated from the 
filtrate, yield 82%, dbp 155 - 160°/o.2 mm. 7.3 gus 

II, 3-8 gms III, ani 2 gms of 70% NeNHp solution in 40 
ml abs CéHg are refluxed for 7 hrs, 100 gms ice am 

15 ml conc HCl are added on cooling, the solution 1s 
extracted with ether, the aqueous layer is made 
alkaline with 40% NaQH and oxtracted with ether to give 
I, 44% yield, bp 163 - 165°/0.4 mm, picrate (FC) mp 
150° (corrected; from alc). 17 gms V are added to a 
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solution of 1.95 gms Na in 50 ml abs alc, the solution 
obtained is refluxod for 1 br, 18 gm III are added 

on cooling, the solution is heated for 6 bra at about 
100°, the filtrate is evaporated under vacuum, the 
residuo is made alkalino with 40% NaQH and extracted 
with ether to give 17% VI, bp 170 - 172°/0.3 mm, FC 

mp 154 - 155° (from aqueous alc). 2 gms VI in 50 ml 
abs ether at about 20° are treated with 0.57 gm LiAIH, 
in 50 ml ether (added dropwise), the solution is stirred 


for 1 br at about 20°, refluxed for 1 tr, decomposed 
vy adding 10 ml water and 10 ml of 40% NaOH; the 

ethor layer yields 41% IV, mp 83 - 84° (from petroleum 
other), PC mp 117 - 118° (from aqueous alc). 100 gms 
VIII and 70 gms IX are heated to 180°, 50 gms of 
anhydrous ZnClp aro added over 10 min, and the melt is 
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immediately pourod into cold water; the substance 
which separates is dissolved in 750 ml ale amd 700 wl 
water to givo 34% X, mp 151° (corrected; from alc). 
34 gms X in 1.5 liter alc are reduced with amalgam 

(7 gms Ne and 250 gms Hg) at 15°, the solution ig 
left to stand 48 hrs at about 20°, 3 liters water aro 
addod to the filtrate, and XI is isolated, yiold 824, 
mp 157° (corrocted; from ethyl acetate). 9.2 gus XI, 


3-8 gms ITI, and 2 gms 70% Nally in 60 ul CEHe are 
refluxed for 7 hrs, 100 gms ico and 15 ml cone HCl 

aro addod on cooling, the solution is washed /sic/ 
with ethor, tho aqueous layor is made alkaline with 
4o% NaOH , oxtracted with ethor, tho solvont is removod, 
and 9.4 gus of tho residue ara convortad to tho PC of 
XII, mp 170° (corroctod; from acotono-othor); tho PC 
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is hydrolyzed with 15 ml (1 : 1) HCl, tho (NOp)3- 
C6HoOH is removed with C6HS5NOo and ether, the aqueous 
layor is mado alkalino, and oxtrectod with ether to give 
XII (0.9 gus). 4.4 gus of crude XII, 6 ml wator, and 
0-9 gu NaOH are refluxod for 6 hrs, tho solution ia 
evaporated unler vacuun, mixed with 30 ml water and 
30 ial other, the cther layor ig evaporated, the residue 
is dissolved in 40 mi N /?7 HC1, the resulting solution 
is washed /sic/ with other, unde alkalino with hog 


NaOH, and oxtracted with other to give 0.65 ga VII, 
bp 220 - 230°/0.3 aa. 14 gus XIV in 50 wl abs 
tetrahydrofuran (XIX) are treated ovor 30 min atx 5° 
with a titrated {standardizod?7 solution of 0.63 gu 
LIAIHy in 90 ml XIX, tho solution is stirred for an 
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additional 30 min, hydrolyzed with 200 ml water and 30 
ml (1 : 1) HCl, evaporated undor vacuum, and tho 
rosiduo is oxtractod with other to givo 84% yiold of 
XV, mp 74° (frow CgHy,)- 5-7 gus XV, 3.2 gus IIT, 
and 1.6 gus 70% NaNH5 in 30 ml Célig are refluxed for 
7 brs, the solution on cooling is hydrolyzed with 50 
nl wator, diluted with 100 nl Cglg to givon 61% XVI, 
wp 205° (corrected; frou dioxanco). 21.3 gus XVII 
at 160° aro treated over 30 min with 18.7 gus Bro, 
the solution is heated for 3 mrs at 160°, and diluted 
y with 50 ml CgHg to give XIV, bp 170 - 190°/l im. 5.9 
gus SV and 4.5 gus PBr3 aro nixed at 0°, tho solution 
is allowed to stand about 12 hrs at about 209, followed 
by 2 brs at about 100°, hydrolyzed with 50 ml wator 
and extracted with 50 ul Clg giving 6.8 gms XIV, up 
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138° (corrected; from bonzono-C¢Hy,). For Commnication 
XLII see RZhKhin, No 23, 1958, 77702. -- V. Skorodunov 
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